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A compound having the formula: 




wherein 



W and X are independently selected from the group consisting of N and CH; 

Y is selected from the grcmp consisting of O, S and N(R); 

wherein R is selected from the group consisting of H, CN, NO2, (Ci- 
Cio)alkyl, (C3^io)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 
Cio)alkenyl and\C2-Cio)alkynyl; 

Z is selected from the group con^ting of H, (Ci-Cio)alkyl, (C3-Cio)cycloalkyl, 
(C4-Cio)cycloalkyl-alkyl, (G;2-Cio)alkenyl, (C2-Cio)alkynyl and NR^R^ 

R\ R^ and R^ are independently saluted from the group consisting of H, (Ci- 
Cio)alkyl, (C3-Cio)alkenyl, (C2\Cio)alkynyl, (CrCio)heteroalkyl, (C3- 
Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3-Cio)cycloheteroalkyl-alkyl, 
(C3-Cio)cycloheteroalkyl, aryl, arw(Ci-C4)alkyl, aryl(Ci-C4)heteroalkyl, 
heteroaryl(CrC4)alkyl, heteroaryl(GrC4)heteroalkyl and perfluoro(Ci- 
C6)alkyl; and wherein when Z isNR^^, R^ and R^ can be combined to 
form a 5- to 7-membered heterocyclyl nng; 

R"* is selected from the group consisting of H, (Gi-C6)alkyl, (C3-C6)cycloalkyl, 
(C4-C7)cycloalkyl-alkyl, (C2-C6)alkenyl abd (C2-C6)alkynyl; 

A is a substituted or unsubstituted fused carbocyclic or heterocyclic ring system, 
said ring system being mono- or bicyclic wnbrein said mono- or bicyclic 
rings are selected from the group consisting of five- and six-membered 
rings that are aromatic or partially or completeW saturated; and 

B is a substituted or unsubstituted five- or six-membered ring which is aromatic or 
partially or completely saturated, containing at least one nitrogen atom, 
and from 0 to 3 additional heteroatoms, wherein tne B ring substituents are 
selected from the group consisting of halogen, CF3,\CF30, (CrC6)alkyl, 
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perfhuji^^ (C2-C6)alkenyl, (C2-C6)alkynyl, (Ci-C6)heteroalkyl, 

(Ci-C6)a^o3Qt^i-C6)thioalkoxy, amino, (CrC6)alkylamino, di(Ci- 
C6)alkylamino, (Crt:^Tti)c^loalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 
C 1 o)cycloheteroalkyl, cyano/iiHi:^ sulfonamide, (C 1 -C6)acyl, (C i - 
C6)acylamino, (C i -C6)alkoxycarbon^h<C 1 -C6)alkoxycarbony 1(C 1 - 
C6)alkyl, carboxamido and (Ci-C6)heteroaikoxy. 



2. A compoumi of claim 1, wherein W is N and X is CH. 

3. A compound of ctefm 1, wherein W is N and X is N. 

4. A compound of clainilv wherein W is CH and X is N. 

5. A compound of claim 1, wh^ein W is CH and X is CH. 



6. \ A compound of claim 2, wherein Y is selected from the group 
consisting of O and S. 

7. A compound of claim 2, wherein Y is O 

8. A compound of claim 2, wherein Y is S. 

9. A compouA(i of claim 2, wherein Z is NR^R^. 

10. A compound b£ claim 6, wherein R"^ is H. 



11. A compound of claim 1, wherein A is selected from the group 



2 consisting of: 




1 12. A compound of claim 1, wherein \is selected from the group 

2 consisting of: 
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wherein 



R^, R^, R^ and R^ are ind^endently selected from the group consisting of H, 
halogen, CF3, (Ci-C^alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, (d- 
C6)heteroalkyl, (Ci-C^alkoxy, (Ci-C6)thioalkoxy, amino, (Ci- 
C6)alkylamino, di(Ci-CMalkylamino, (C3-Cio)cycloalkyl, (C4- 
Cio)cycloalkyl-alkyl, (C3Cio)cycloheteroalkyl, (C3-Cio)cycloheteroalkyl- 
alkyl, cyano, nitro, (Ci-Cemcyl, (Ci-C6)acylamino, (Ci-C6)alkoxycarbonyl, 
(C,-C6)alkoxycarbonyl (Ci-G;6)alkyl, CONH2, CO-NH-(CrC6)alkyl, CO- 
N[(C,-C6)alkyl]2, SO2NH2, S^5bNH-(CrC6)alkyl, S02N-[(CrC6)alkyl]2 
and (Ci-C6)heteroalkoxy; or twd adjacent R groups selected from R^, R^, 
R^ and R^, can be linked togethen^to form a new 5- or 6-membered 
carbocyclic or heterocyclic ring. 

13. A compound of claim 12, wl^^^rein W is N; X is CH; Y is O or S; 
and A is selected from the group consisting of: 




1 14. A compound of claim 1 , wherein B contains a nitrogen atom at a 

2 position two atoms away from the atom attaching B to the remainder of the molecule. 

1 15. A compound of claim 1, wherein B contains a nitrogen atom at the 

2 point of attachment of B to the remainder of the molecule. 

1 16. A compound of claim 1, wherein B is selected from the group 

2 consisting of l-methylimidazol-5-yl, l-(trifluoromethyl)imidazol-5yi, 5-methylimidazol- 
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3 1 -yl, 5-0rifluoromethyl)imidazoI- 1 -yl, thiazol-5-yl, imidazol- 1 -yl, 1 -methyl- 1 ,3,4- 

4 triazolyl, a^id 4-methyl- 1 ,2,4-triazol-3-yl. 

1 \ 17. A compound of claim 1, wherein B is selected from the group 

2 consisting of substituted or unsubstituted imidazolyl, substituted or unsubstituted 

3 thiazolyl and substituted or unsubstituted triazolyl. 

1 18. \ A compound of claim 13, wherein B contains a nitrogen atom at a 

2 position two atoms a^^ay from the atom attaching B to the remainder of the molecule. 

1 19. AVompound of claim 13, wherein B contains a nitrogen atom at 

2 the point of attachment of B to the remainder of the molecule. 
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20. A combound of claim 13, wherein B is selected from the group 
consisting of l-methylimidazoKS-yl, l-(trifluoromethyl)imidazol-5-yl, 5-methylimidazol- 
1-yl, 5-(trifluoromethyl)imidazoM-yl, thiazol-5-yl, imidazol- 1-yl, 1 -methyl- 1,3,4- 
triazolyl, and 4-methyl- 1, 2, 4-triazol-3-yl. 

21. A compound oV claim 13, wherein B is selected from the group 
consisting of substituted or unsubstituted imidazolyl, substituted or unsubstituted 
thiazolyl and substituted or unsubstituted triazolyl. 

22. A compound of claim 1, wherein W is N; X is CH; Y is O or S; Z 
is H, CHa, NH2 or ISIHCH3; R' is H, (C,-C6)kkyl, (Ci-Cio)heteroalkyl, (C4- 
Cio)cycloheteroalkyl-alkyl, (C3-Cio)cycloheterbalkyl, aryl(Ci-C4)alkyl, aryl(Ci- 
C4)heteroalkyl, heteroaryl(Ci-C4)alkyl, heteroaiVl(Ci-C4)heteroalkyl, or perfluoro(Ci- 



C6)alkyl; R is H; A represents 



wherein and are independently selected from the group consisting of 
H, halogen, CF3, CF3O, (Ci-C4)alkyl, (C2-C4)alkenyl, (cVc4)alkynyl, (Ci-C4)heteroalkyl, 
(C3-Cio)cycloheteroalkyl-alkyl and cyano; and B is a five-ifiembered aromatic ring 
system containing at least one nitrogen atom. 

23. A compound of claim 22, wherein Y is^ 
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24. A compound of claim 22, wherein Z is NR^R^. 

A compound of claim 22, wherein Z is NH2. 

26. ^ compound of claim 22, wherein W is (CrC6)alkyl, (d- 
C6)heteroalkyl or (C3-Cio)cycloheteroalkyl-alkyl. 



1 27. A compis^nd of claim 22, wherein B is a five-membered aromatic 

2 ring system containing 1-2 nitrog^ atoms and 0-1 sulfur atoms. 



28. A compound ofhJaim 27, wherein B is unsubstituted or substituted 
by (Ci-C3)alkyl, CF3, cyano, or halogen. 

29. A compound of claim 2A^wherein Z is NH2; is selected from the 
group consisting of H, halogen, CF3, CF3O, (Ci-O^lkyl, (C2-C4)alkenyl, (Ci- 
C4)heteroalkyi, (C3-Cio)cycloheteroalkyl-alkyl and cWio, wherein the alkyl, alkenyl and 
heteroalkyl groups optionally bear additional substituent^elected from cyano, 
carboxamido,(Ci-C3)alkylsulfonyl or (CrC3)alkoxy; and r\s selected from the group 
consisting of H, halogen, CF3, CF3O, (CrC4)alkyl, (C2-C4)alk8Hyl, (C2-C4)alkynyl, (Cp 
C4)heteroalkyl and cyano. 

30. A compound of claim 29, wherein R^ is selected'^om the group 
consisting of CH2(CH2)n,CN, CH2(CH2)nS02CH3 and CH2(CH2)nOCH3, Wl^erein the 
subscript n is an integer from 0 to 2. 



1 



31. A compound of cikim 29, wherein is 




1 32. A compouncl\f claim 29, wherein is selected from H, halogen, 

2 CF3 and (C,-C4)alkyl. 



1 



33. A compound of clann 29, wherein R' is methyl. 



34. A compound of claim jL having the formula: 
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wherein Y is O, S or N-CN; W is NCCHj), N(CF3), NCCHzCHa), O or S; the subscripts n 
and n' are independently integers from 0 to 3; R^is H, halogen, CF3, CF3O, (Ci-C4)alkyl, 
(C2-C4)alkenyl, (C2-C4)alkyriyl, (Ci-C4)heteroalkyl or cyano; is CN, CONH2, CO-NH- 
(CrC6)alkyl, CO-N[(Ci-C6)alRvl]2, CO-NH-(Ci.C6)heteroalkyl, CO-N[(Ci- 
C6)heteroalkyl]2, S(0)n-(Ci-C6)\lkyl, S(0)n-(Ci-C6)heteroalkyl, heteroaryl, (Cr 
C6)alkoxy or (C3-C6)cycloheteroaIkyl, wherein each n" is independently an integer of 0 to 
2; R**^ is NH2, NH-(CrC6)alkyl, N[0Ci-C6)alkyl]2, NH-(Ci-C6)heteroalkyl, N[(Ci- 
C6)heteroalkyl]2, (CrC6)heteroalkyl, S;rO)n"-(CrC6)alkyl, S(0)n'-(CrC6)heteroalkyl, aryl, 
heteroaryl, 0-(Ci-C6)alkyl, 0-(Ci-C6)hdteroalkyl or (C3-C8)cycloheteroalkyl; and R^^ is 
H, CF3, NH2, NH-(CrC6)alkyl, N[(Ci-C6Wlkyl]2, halogen or (Ci-C3)alkyL 

35. A compound of clainv34, wherein Y is O or S; W is N-CH3; n is 
2; n' is 1-3; R^ is cyano, CONH2, S02-(CrC6Wyl, (CrC6)alkoxy or (C3- 
C6)cycloheteroalkyl; R*^ is NH-(CrC6)alkyl, N^Ci-C6)alkyl]2, NH-(Ci-C6)heteroalkyl, 
N[(CrC6)heteroalkyl]2, 0-(Ci-C6)alkyl, 0-(Ci-cWeteroalkyl, (CrC6)alkoxy or (C3- 
C8)cycloheteroalkyl; and R^ ^ is H. \ 

36. A compound of claim 22, wherein B contains a nitrogen atom at a 
position two atoms away from the atom attaching B to me remainder of the molecule. 

37. A compound of claim 22, whereinp contains a nitrogen atom at 
the point of attachment of B to the remainder of the molecule. 

38. A compound of claim 22, wherein B is selected from the group 
consisting of substituted or unsubstituted imidazolyl, substituted or unsubstituted 
thiazolyl and substituted or unsubstituted triazolyl. \ 




39. A compound of claim 22, wherein B is selected from the group 
consisting of l-methylimidazol-5-yl, l-(trifluoromethyl)imidazolA5-yl, 5-methylimidazol- 
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3 1-yl, 5-(tAfluoromethyl)imidazol-l-yl, thiazol-5-yl, imidazol-l-yl, 1 -methyl- 1,3,4- 

4 triazolyl, aM 4-methyl-l,2,4-triazol-3-yl. 



1 

2 C6)alkyl 



A compound of claim 1, wherein Y is S; Z is NH2 and R' is (Cj- 



41. \ A compound of claim 40, wherein R' is methyl 
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42. A^ompound of claim 1, wherein said compound is selected from the 
group consisting of: 

Me'^-'^N NH2 
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4 wherein \ 

5 W and X are independently selected from the group consisting of N and CH; 

6 Y is selected from tire group consisting of O, S and N(R); 

7 wherein R is selected from the group consisting of H, CN, NO2, (Ci- 

8 Cio)alkyrUC3-Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 

9 Cio)alkeny\and (C2-Cio)alkynyl; 

H 10 Z is selected from the groumconsisting of H, (Ci-Cio)alkyl, (C3"-Cio)cycloalkyl, 

1 1 (C4-Cio)cycloalkyl-al»yl, (C2-Cio)alkenyl, (C2-Cio)alkynyl and NR^R^ 

O 12 R^ R^ and R"^ are independently selected from the group consisting of H, (Ci- 

rU 13 Cio)alkyl, (C3-Cio)alkenyk (C2-Cio)alkynyl, (C2-Cio)heteroalkyl, (C3- 

^"^1 14 Cio)cycloalkyl, (C4-Cio)cy^oalkyl-alkyl, (C3-Cio)cycloheteroalkyl-alkyl, 

= 15 (C3-Cio)cycloheteroalkyl, aryL aryl(Ci-C4)alkyl, aryl(C2-C4)heteroalkyl, 

16 heteroaryl(C2-C4)alkyl, heteroaWl(C2-C4)heteroalkyl and perfluoro(Ci- 

17 C6)alkyl; and wherein when Z isVlR^R"', R^ and R^ can be combined to 

C3 18 form a 5- to 7-membered ring; ancrovherein when Y is N(R), R and R' are 

19 optionally combined to form a 5- toV-membered ring; 

20 R^ is selected from the group consisting of HVCrC6)alkyl, (C3-C6)cycloalkyl, 

2 1 (C4-C7)cycloalkyl-alkyl, (C2-C6)alkeny\and (C2-C6)alkynyl; 

22 A is a substituted or unsubstituted fused carbocyc^lic or heterocyclic ring system, 

23 said ring system being mono- or bicyclic wherein said mono- or bicyclic 

24 rings are selected from the group consisting of five- and six-membered 

25 rings that are aromatic or partially or completely saturated; and 

26 B is a substituted or unsubstituted five- or six-memberW ring which is aromatic or 

27 partially or completely saturated, containing at least one nitrogen atom, 

28 and from 0 to 3 additional heteroatoms, wherein the B ring substituents are 

29 selected from the group consisting of halogen, CF3, ylFsO, (CrC6)alkyl, 

30 perfluoro(C 1 -C6)alky 1, (C2-C6)alkeny 1, (C2-C6)alkynyL (C 1 -C6)heteroalky 1, 

31 (Ci-C6)alkoxy, (C|-C6)thioalkoxy, amino, (Ci-C6)alkyl\miino, di(Ci- 
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C6)alkylamihMC3-Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 
Cio)cycloheteroalic^Hv^ano, nitro, sulfonamido, (Ci-C6)acyl, (Ci- 
C6)acylamino, (C2-C6)alk^){3(carbonyl, (C2-C6)alkoxycarbonyl(Ci- 
C6)alkyl, carboxamido and (Ci-bs^eteroalkoxy. 




is CH 



is N 



Xis N 



X is CH. 



48. A composition inyaccordance with claim 43, wherein Y is selected 
from the group consisting of O and S. 

49. A composition in acco^ance claim 43, wherein Y is O. 

50. A composition in accord^ce claim 43, wherein Y is S. 

51 . A composition in accordanceVlaim 43, wherein Z is NR^R^. 



52. A composition in accordance wi\h claim 48, wherein R is H. 



53. A compositid^^in accordance with claim 43, wherein A is selected 
from the group consisting of: 




H ' 



H 




1 II , and \ ? 



\ 



54. A composition in accordance with claim 43, wherein A is selected 
from the group consisting o\ 






!- 



' a 




N ^ 



wherein 



R^, R^, R^ and R^ are independentl3f selected from the group consisting of H, 
halogen, CF3, (CrC6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, (Ci- 
C6)heteroalkyl, (Ci-C6)alkoxy\ (Ci-C6)thioalkoxy, amino, (Cr 
C6)alkylamino, di(Ci-C6)alkylamino, (C3-Cio)cycloalkyl, (C4- 
Cio)cycloalkyl-alkyl, (C3-Cio)cy©loheteroalkyl, (C3-Cio)cycloheteroalkyl- 
alkyl, cyano, nitro, (Ci-C6)acyl, ((fci-C6)acylamino, (C2-C6)alkoxycarbonyl, 
(C3-C6)alkoxycarbonylalkyl, CONHj, CO-NH-(Ci-C6)alkyl, CO-N[(Ci- 
C6)alkyl]2, SO2NH2, S02NH-(Ci-C6^alkyl, S02N-[(Ci-C6)alkyl]2 and (Ci- 
C6)heteroalkoxy; or two adjacent R groups can be linked together to form 
a new 5- or 6-membered carbocyclic or heterocyclic ring. 

55. A composition in accordance wim claim 43, wherein W is N; X is 
CH; Y is O or S; and A is selected from the group consisting of: 




R"1 

and \n> 



56. A composition in accordance with claim\43, wherein B contains a 
nitrogen atom at a position two atoms away from the atom attacl^ing B to the remainder of 
the molecule. 
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57. \ A composition in accordance with claim 43, wherein B contains a 
nitrogen atom at the pC)int of attachment of B to the remainder of the molecule. 

58. A composition in accordance with claim 43, wherein B is selected 
from the group consisting W l-methylimidazol-5-yl, l-(trifluoromethyl)imida2ol-5-yl, 5- 
methyhmidazol-l-yl, 5-(trifTuoromethyl)imidazoI-l-yl, thiazol-5-yl, imidazol-l-yl, 1- 
methyl- 1,3,4-triazolyl, and 4-methyl-l,2,4-triazol-3-yl. 

59. A composition in accordance with claim 43, wherein B is selected 
from the group consisting of substituted or unsubstituted imidazolyl, substituted or 
unsubstituted thiazolyl and substituted or unsubstituted triazolyl. 

60. A composition in accordance with claim 55, wherein B contains a 
nitrogen atom at a position two atoms^away from the atom attaching B to the remainder of 
the molecule. 

61. A composition in accordance with claim 55, wherein B contains a 
nitrogen atom at the point of attachment af B to the remainder of the molecule. 

62. A composition in accordance with claim 55, wherein B is selected 
from the group consisting of 1 -methylimida3pl-5-yl, l-(trifluoromethyl)imidazol-5-yl, 5- 
methylimidazol-l-yl, 5-(trifluoromethyl)imidkzol-l-yl, thiazol-5-yl, imidazol-l-yl, 1- 
methyl-1 ,3,4-tria2olyl, and 4-methyl-l,2,4-triazol-3-yl. 

63. A composition in accordance with claim 55, wherein B is selected 
from the group consisting of substituted or unsubatituted imidazolyl, substituted or 
unsubstituted thiazolyl and substituted or unsubstituted triazolyl. 

64. A method for treating an inflammatory, metabolic or malignant 
condition, said method comprising administering to a^ubject in need of such treatment, 
an effective amount of a compound having the formula^: 
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wherein \ 

W and X arei independently selected from the group consisting of N and CH; 

Y is selected feom the group consisting of O, S and N(R); 

whereinNR is selected from the group consisting of H, CN, NO2, (Ci- 
c\)alkyl, (C3-Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 
Cioi&lkenyl and (C2-Cio)alkynyl; 

Z is selected from thWroup consisting of H, (Ci-Cio)alkyl, (C3-Cio)cycloalkyl, 
(C4-Cio)cyclo^yl-alkyl, (C2-Cio)alkenyl, (C2-Cio)alkynyl and NR^R^ 

K\ R^ and R"^ are independently selected from the group consisting of H, (Ci- 
Cio)alkyl, (C3-CioWenyl, (C2-Cio)alkynyl, (C2-Cio)heteroalkyl, (C3- 
C 1 o)cycloalky 1, (C4-C 1 o)cycloalkyl-alky 1, (C3-C io)cycloheteroalkyl-alky i, 
(C3-Cio)cycloheteroalkyl, aryl, aryl(Ci-C4)alkyl, aryl(C2-C4)heteroalkyl, 
heteroaryl(C2-C4)alkyl/heteroaryl(C2-C4)heteroalkyl and perfluoro(Ci- 
C6)alkyl; and wherein wnen Z is NR?R\ r2 and can be combined to 
form a 5- to 7-membered nng; and wherein when Y is N(R), R and R^ are 
optionally combined to forrma 5- to 7-membered ring; 

R"* is selected from the group consisting of H, (Ci-C6)alkyl, (C3-C6)cycloalkyl, 
(C4'C7)cycloalkyl-alkyl, (C2-Caalkenyl and (C2-C6)alkynyl; 

A is a substituted or unsubstituted fused carbocyclic or heterocyclic ring system, 
said ring system being mono- or bicyclic wherein said mono- or bicyclic 
rings are selected from the group consisting of five- and six-membered 
rings that are aromatic or partially or dipmpletely saturated; and 

B is a substituted, or unsubstituted five- or six-membered ring which is aromatic or 
partially or completely saturated, containhig at least one nitrogen atom, 
and from 0 to 3 additional heteroatoms, wherein the B ring substituents are 
selected from the group consisting of halogeta, CF3, CF3O, (Ci-C6)alkyl, 
perfluoro(Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6yikyhyl, (Ci-C6)heteroalkyl, 
(Ci-C6)alkoxy, (Ci-C6)thioalkoxy, amino, (Ci-U6)alkylamino, di(C|- 
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CH. 



C6)alkylarfin^(C3-Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 
Cio)cycloheteroalfc34, cyano, nitro, sulfonamido, (Ci-C6)acyl, (Ci- 
C6)acylamino, (C2-C6)^lKlxycarbonyl, (C2-C6)alkoxycarbonyl(Ci- 
C6)alkyl, carboxamido and (ChC6)heteroalkoxy. 



65. A method in acdprdance with claim 64, wherein W is N and X is 



66. A method in accordance/jvith claim 64, wherein W is N and X is N. 



1 
2 



N. 



67. A method in accordance with claim 64, wherein W is CH and X is 



68. A method in accordance with claim 64, wherein W is CH and X is 



2 CH. 
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69. A method in act^ordance with claim 65, wherein Y is selected from 
the group consisting of O and S. 

70. A method in accordance with claim 65, wherein. Y is O. 




71. A method in accordance with claim 65, wherein Y is S. 



72. A method in accordance with cimm 65, wherein Z is NR R 

73. A method in accordance with claim 69, wherein R"* is H. 



74. A method in accordance with claim 64, wherein A is selected from 
the group consisting of: 





and 



H 



H 
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75\ A method in accordance with claim 64, wherein A is selected from 
the group consisting of: 




wherein 



R^, R^, R^ and R^ are independently selected from the group consisting of H, 
halogen, CF3, (CiV:6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, (Ci- 
C6)heteroalkyl, (Ci\C6)alkoxy, (Ci-C6)thioalkoxy, amino, (Ci- 
C6)alkylamino, di(cYC6)alkylamino, (C3-Cio)cycloalkyl, (C4- 
Cio)cycIoalkyl-alkylAc3-Cio)cycloheteroalkyl, (C3-Cio)cycloheteroalkyl- 
alkyl, cyano, nitro, (CiAC6)acyl, (Ci-C6)acylamino, (C2-C6)alkoxycarbonyl, 
(C3-C6)alkoxycarbonylalkyl, CONH2, CO-NH-(CrC6)alkyl, CO-N[(Ci- 
C6)alkyl]2, SO2NH2, S02mi-(Ci-C6)alkyl, S02N-[(Ci-C6)alkyl]2 and (Cr 
C6)heteroalkoxy; or two adWent R groups can be linked together to form 
a new 5- or 6-membered carfeocyclic or heterocyclic ring. 



1 76. A method in accordance with claim 64, wherein W is N; X is CH; 

2 Y is O or S; and A is selected from the group consisting of: 




and 

d8 



1 77. A method in accordance with cmim 64, wherein B contains a 

2 nitrogen atom at a position two atoms away from the atc^m attaching B to the remainder of 

3 the molecule. 
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1 A method in accordance with claim 64, wherein B contains a 

2 nitrogen atom at t^e point of attachment of B to the remainder of the molecule. 

1 79. \A method in accordance with claim 64, wherein B is selected from 

2 the group consisting ofVmethylimidazol-5-yl, l-(trifluoromethyl)imidazol-5-yl, 5- 

3 methylimidazol-l-yl, 5-(mfluoromethyl)imidazoM-yl, thiazol-5-yl, imidazol-l-yl, 1- 

4 methyl- 1 ,3,4-triazolyl, and Vmethyl- 1 ,2,4-triazol-3-yl. 

1 80. A method in accordance with claim 64, wherein B is selected from 

2 the group consisting of substitute or unsubstituted imidazolyl, substituted or 

3 unsubstituted thiazolyl and substituted or unsubstituted triazolyl. 

1 81. A method in accordance with claim 76, wherein B contains a 

Q 2 nitrogen atom at a position two atoms^away from the atom attaching B to the remainder of 

3 the molecule. 

1 82. A method in accorJlance with claim 76, wherein B contains a 

2 nitrogen atom at the point of attachment orB to the remainder of the molecule. 

1 83. A method in accordance with claim 76, wherein B is selected from 

2 the group consisting of l-methylimidazol-5-yl,M -(trifluoromethyl)imidazol-5-yl, 5- 

3 methylimidazol-l-yl, 5-(tri£luoromethyl)imidazol-l-yl, thiazol-5-yl, imidazol-l-yl, 1- 

4 methyl- 1 ,3 ,4-triazolyl, and 4-methyl- 1 ,2,4-triazol-)3 -yl . 

1 84. A method in accordance with claim 76, wherein B is selected from 

2 the group consisting of substituted or unsubstituted inxidazolyl, substituted or 

3 unsubstituted thiazolyl and substituted or unsubstitutediriazolyl. 
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1 85. A method in accordance with clain\64, wherein said compound is 

2 administered orally. 

1 86. A method in accordance with claim 6^ wherein said compound is 

2 administered topically. 

1 87. A method in accordance with claim 64, ^\herein said compound is 

2 administered intravenously or intramuscularly. 
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1 \88. A method in accordance with claim 64, wherein said compound is 

2 administered in\combination with a second therapeutic agent, said second therapeutic 

3 agent being a m^ber selected from the group consisting of prednisone, dexamethasone, 

4 beclomethasone, methylprednisone, betamethasone, hydrocortisone, methotrexate, 

5 cyclosporin, rapamVcin, tacrolimus, antihistamine drugs, TNF antibodies, IL-1 antibodies, 

6 soluble TNF receptors, soluble IL-1 receptors, TNF or IL-1 receptor antagonists, non- 

7 steroidal antiinflammalpry agents, COX-2 inhibitors, antidiabetic agents, and anticancer 

8 agents. 

1 89. A nipthod in accordance with claim 88, wherein said administering 

2 is sequential. 

1 90. A methW in accordance with claim 64, wherein said inflammatory, 

2 metabolic or malignant condition is selected from the group consisting of rheumatoid 

3 arthritis, inflammatory bowel distease, psoriasis, cancer, diabetes and septic shock. 

1 91. A method fo\ treating a condition or disorder mediated by IKK, 

2 comprising 

3 administering to a subj^t in need thereof a therapeutically effective 

4 amount of a compound having the formula: 

Y 

' X 



W 



5 
6 
7 
8 
9 
10 
11 
12 
13 



wherein 



W and X are independently selected from the group consisting of N and CH; 
Y is selected from the group consisting of 0,>S and N(R); 

wherein R is selected from the group cWsisting of H, CN, NO2, (Cr 
Cio)alkyl, (C3-Cio)cycloalkyl, (c\-Cio)cycloallcyl-alkyl, (C3- 
Cio)alkenyl and (C2-Cio)alkynyl; 
Z is selected from the group consisting of H, (Ci-(lio)alkyl, (C3-Cio)cycloalkyl, 
(C4-Cio)cycloalkyl-alkyl, (C2-Cio)alkenyl, (ffi2-Cio)alkynyl and NR^R^ 
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R*)sp.^ and are independently selected from the group consisting of H, (Ci- 
^C,o)alkyl, (C3-Cio)alkenyl, (C2-C,o)alkynyl, (CrCio)heteroalkyl, (C3- 

)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3-Cio)cycloheteroalkyl-alkyl, 
(C3-hm)cycloheteroalkyl, aryl, aryl(Ci-C4)alkyl, aryl(CrC4)heteroalkyl, 
heteroarWCi-C4)alkyl, heteroaryl(Ci-C4)heteroalkyl and perfluoro(Ci- 
C6)alkyl; aiW wherein when Z is NR^R^, R^ and R^ can be combined to 
form a 5- to 7-inembered heterocyclyl ring; 
R"* is selected from the gix^up consisting of H, (Ci-C6)alkyl, (C3-C6)cycloalkyl, 

(C4-C7)cycloaIkyl-alkyl, (C2-C6)alkenyl and (C2-C6)alkynyl; 
A is a substituted or unsubstituted fused carbocyclic or heterocyclic ring system, 
said ring system being mono- or bicyclic wherein said mono- or bicyclic 
rings are selected from the group consisting of five- and six-membered 
rings that are aromatic or partial^ or completely saturated; and 
B is a substituted or unsubstituted five- onsix-membered ring which is aromatic or 
partially or completely saturated, containing at least one nitrogen atom, 
and from 0 to 3 additional heteroatoms^wherein th ring substituents are 
selected from the group consisting of halogen, CF3, CF3O, (Ci-C6)alkyl, 
perfluoro(Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, (CrC6)heteroalkyl, 
(Ci-C6)aIkoxy, (Ci-C6)thioalkoxy, amino, (CrQ^Ikylamino, di(Ci- 
C6)alkylamino, (C3-Cio)cycloalkyl, (C4-Cio)cycloai^yl-alkyl, (C3- 
Cio)cycloheteroalkyl, cyano, nitro, sulfonamido, (Ci-G^)acyl, (Ci- 
C6)acylamino, (Ci-C6)alkoxycarbonyl, (Ci-C6)alkoxycarbpnyl(Ci- 
C6)alkyl, carboxamido and (Ci-C6)heteroalkoxy. 



92. A method tor modulating IKK, comprising 
contacting a cell witK a compound having the formula: 



3 
4 
5 



wherein 




W and X are independently selected from the^roup consisting of N and CH; 
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Y is selected from the group consisting of O, S and N(R); 

w^rein R is selected from the group consisting of H, CN, NO2, (Ci- 
Cio)alkyl, (C3-Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (C3- 
Cio)alkenyl and (C2-Cio)alkynyl; 
Z is selected fJom the group consisting of H, (Ci-Cio)alkyl, (C3-Cio)cycloalkyl, 
(C4-Cio)Wcloalkyl-alkyl, (C2-Cio)alkenyl, (C2-Cio)alkynyl andNR^R^ 
R\ R^ and are\ independently selected from the group consisting of H, (d- 
Cio)alkyl, (C3-Cio)alkenyl, (C2-Cio)alkynyl, (Ci-Cio)heteroalkyl, (C3- 
Cio)cycloalkVl, (C4-Cio)cycloalkyl-alkyl, (C3-Cio)cycloheteroalkyl-alkyl, 
(C3-C,o)cycloheteroalkyl, aryl, aryl(Ci-C4)alkyl, aryl(Ci-C4)heteroalkyl, 
heteroaryl(Ci-Oi)alkyl, heteroaryl(Ci-C4)heteroalkyl and perfluoro(Ci- 
C6)alkyl; and whWein when Z is NR^R^, R^ and R^ can be combined to 
form a 5- to 7-membered heterocyclyl ring; 
R"* is selected from the grouo consisting of H, (Ci-C6)alkyl, (C3-C6)cycloalkyl, 

(C4-C7)cycloalkyl-alk^l, (C2-C6)alkenyl and (C2-C6)alkynyl; 
A is a substituted or unsubstituted fused carbocycUc or heterocyclic ring system, 
said ring system being mono- or bicyclic wherein said mono- or bicyclic 
rings are selected from thaapup consisting of five- and six-membered 
rings that are aromatic orapWtially or completely saturated; and 
B is a substituted or unsubstituted five- or six-membered ring which is aromatic or 
partially or completely saturatied, containing at least one nitrogen atom, 
and from 0 to 3 additional heterbatoms, wherein the B ring substituents are 
selected from the group consisting of halogen, CF3, CF3O, (Ci-C6)alkyl, 
perfluoro(Ci-C6)alkyl, (C2-C6)alkWu (C2-C6)alkynyl, (C,-C6)heteroalkyl, 
(Ci-C6)alkoxy, (Ci-C6)thioalkoxy, amino, (Ci-C6)alkylamino, di(Ci- 
C6)alkylamino, (C3-Cio)cycloalkyl, 0C4-Cio)cycloalkyl-alkyl, (C3- 
Cio)cycloheteroalkyl, cyano, nifro, sulfonamido, (Ci-C6)acyl, (Ci- 
C6)acylamino, (C 1 -C6)alkoxycarbonyl,\(Ci -C6)alkoxycarbonyl(Ci - 
C6)alkyl, carboxamido and (Ci-C6)hetert)alkoxy. 



1 



93. The method of Claim 92, whereim said compound is an IKK 



inhibitor. 
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activator. 



94. 



The method of Claim 92, wherein said compoimd is an IKK 



1 
2 



95. A method for the preparation of antiinflammation agents 
comprising contacting a orecursor compound having the formula: 



3 
4 

5 

9 7 

n 8 

telo 
/II 

Jjl2 
fU13 
Sl4 
'=^15 
16 
17 
18 
19 
20 
21 
22 
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wherein 

.W and X are independently selected from the group consisting of N and CH; 
R"* is selected from the group consisting of H, (Ci-C6)alkyl, (C3-C6)cycloalkyl, 

(C4-C7)cycloalkyl-allWl, (C2-C6)alkenyl and (C2-C6)alkynyl; 
A is a substituted or unsubstitmed fused carbocyclic or heterocyclic ring system, 
said ring system being mono- or bicyclic wherein said mono- or bicyclic 
rings are selected from the group consisting of five- and six-membered 
rings that are aromatic or oartially or completely saturated; and 
B is a substituted or unsubstituted f ve- or six-membered ring which is aromatic or 
partially or completely satuKMed, containing at least one nitrogen atom, 
and from 0 to 3 additional metWoatoms, wherein the B ring substituents are 
selected from the group consisting of halogen, CF3, CF3O, (Ci-C6)alkyl, 
perfluoro(Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, (Ci-C6)heteroalkyl, 
(Ci-C6)alkoxy, (Ci-C6)thioalkox^ amino, (Ci-C6)alkylamino, di(Ci- 
C6)alkylamino, (C3-Cio)cycloalkyk (C4-Cio)cycloalkyl-alkyl, (C3- 
Cio)cycloheteroalkyl, cyano, nitro, sulfonamido, (Ci-C6)acyl, (Ci- 
C6)acylamino, (C2-C6)alkoxycarbonyi, (C2-C6)alkoxycarbonyl(Ci- 
C6)alkyl, carboxamido and (Ci-C6)h^teroalkoxy 
with a compound having the formula: 

NH2 



wherein 



Y is selected from the group consisting of O, S and N(R); 
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26 \ wherein R is selected from the group consisting of H, CN, NO2, (Ci- 

27 \ Cio)alkyl, (C3-Cio)cycloalkyl, (C4-Cio)cycloalkyl-alkyl, (€3- 

28 \ Cio)alkenyl and (C2-Cio)alkynyl; 

29 Z is selected from the group consisting of H, (CrCio)alkyl, (C3-Cio)cycloalkyl, 

30 (C4\Cio)cycloalkyl-alkyl, (C2-Cio)alkenyl, (C2-Cio)alkynyl and NR^R^ 

31 R\ R^ and are independently selected from the group consisting of H, (Cr 

32 Cio)alKyl, (C3-C,o)alkenyl, (C2-Cio)alkynyl, (C2-Cio)heteroalkyl, (C3- 

33 Cio)cyclcialkyl, (C4-Cio)cycloalkyl-alkyl, (C3-Cio)cycloheteroalkyl-alkyl, 

34 (C3-Cio)cycloheteroalkyl, aryl, aryl(CrC4)alkyl, aryl(C2-C4)heteroalkyl, 

35 heteroaryl(02-C4)alkyl, heteroaryl(C2'-C4)heteroaikyl and perfluoro(Ci- 

36 C6)alkyl; and wherein when Z is NR^R^, R^ and R^ can be combined to 

37 form a 5- to 7-membered ring; and wherein when Y is N(R), R and R^ are 
1^ ^38 optionally combined to form a 5- to 7-membered ring; 

□39 under conditions sufficient to produce compounds having the formula: 



Y 

A. 



ry4o 
S41 




B 



wherein each of A, B, R', R*, W, X, Y and Z have the meanings provided above. 



1 



96. A compound having the rarmula: 



2 
3 
4 
5 
6 
7 
8 




wherein 



W and X are independently selected from the group consisting of N and CH; 
R"* is selected from the group consisting of H, (CiJC6)alkyl, (C3-C6)cycloalkyl, 

(C4-C7)cycloalk:yl-alkyl, (C2-C6)alkenyl andy(C2-C6)alkynyl; 
A is a substituted or unsubstituted fused carbocyclicor heterocyclic ring system, 

said ring system being mono- or bicyclic wheilein said mono- or bicyclic 
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^rings are selected from the group consisting of five- and six-membered 
igs that are aromatic or partially or completely saturated; and 
B is a substituted or unsubstituted five- or six-membered ring which is aromatic or 
partially or completely saturated, containing at least one nitrogen atom, 
and fronj 0 to 3 additional heteroatoms, wherein the B ring substituents are 
selected fh)m the group consisting of halogen, CF3, CF3O, (Ci-C6)alkyl, 
perfluoro(CiVC6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, (Ci-C6)heteroalkyl, 
(Ci-C6)alkoxy,\Ci-C6)thioalkoxy, amino, (Ci-C6)alkylamino, di(Ci- 
C6)alkylamino, (G^-Cio)cycloalkyl, (C4-Cio)cycloalkyl-aIkyl, (C3- 
Cio)cycloheteroalkyL cyano, nitro, sulfonamide, (Ci-C6)acyl, (Ci- 
C6)acylamino, (C2-C6Wkoxycarbonyl, (C2-C6)alkoxycarbonyl(Ci- 
C6)alkyl, carboxamido an^ (Ci-C6)heteroalkoxy. 

97. A compound of claim. 96, wherein R"* is hydrogen. 

98. A compound of claim ]^lj(wherein is hydrogen, Y is O or S, and 

Z is NRV. 

99. A compound of claim 96, whei^in R"* is hydrogen, Y is O or S, Z is 
NR^R"^, and B contains a nitrogen atom at a position tw^ atoms away from the atom 
attaching B to the remainder of the molecule. 

100. A compound of claim 96, B contains a\itrogen atom at the point of 
attachment of B to the remainder of the molecule. 



1 101. A compound of claim 99, wherein B is selecO^ from the group 

2 consisting of 1 -methylimidazol-5-yl, 1 -(trifluoromethyl)imidazol-5-yl\5-methylimidazol- 

3 1-yl, 5-(trifluoromethyl)imidazoH-yl, thiazol-5-yl, imidazol-l-yl, l-mefi^yM,3,4- 

4 triazolyl, and 4-methyl-l,2,4-triazol-3-yl. 
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